MAY-12-03 04:13PM FROM-Hsrchant 4 Gould 2 . 6123329081 T-284 P.006/010 F-796 



REMARKS 

clan»s46.50havebeenadded. No new tr^,^ inserted J^T^- 

the compos inhibits JAK 3 msv l»F ^ temt,don 
mp urn, tnbttats JAK . 3 my be fcund fte 

~ — Applicants request entiy of this Amendment and'rerons^eratioii of 



aaim S 30.32,33,snd35« ma inrejectedimder35USC S103n,-,,. k ■ 
byMy«s«al fW095/15M«1 a™,- !»W being anttopated 

at. (WO 95/15758). Appbcants respectfully traverse this rejection 

^Mverseta,. Uinappiicabietome^addedclsitns. However, to the ^ 
B^errr^ 0 inst W s^ e ctfon >fefo ll„ wingc ^ mteTOIn ^ 

Myers Caches ^-ofco^nndsofavervbroadgenustoaeinbibWonofcSF.lR 
^rtyrosnte^eacn^. However. Myers does no, teach irfnbinngMK-J a,^ 

sill Furfcer, Myers doesnotteach 

mdependen.clai.n47. Therefore, Myers does no, anncipae claims 34 and 46-47 AsdataSOis 
dependent on claim 34, claims 31 and 40 ^ j 1S 

on claim 47 , ■ ° n ^ claim 48 » dependent 

on claim 47, these claims are also not anticipated. 

For at least these reason* the Applicants --pacdhlty^^to^^^ 



withdrawn, 



3SU.S.Cq ifw 



Claims 30-35 are rejected under 35 U S C sin^^ • 
95/157581 Th» a v U -S.C § 103 as obvious over Myers et ah (WO 

*>/l5758). TneApphcants respectfully traverse this rejection. 
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-*-«. of JAK-3 or ^cants submit that because independent claims 34 and 46 

T T 88 " H35 ' md46 - ^ 50i ^™O"'W34.^c,aims 3 , 

and 49 „ dependent on data 46, Myers also does no, teach or suggest chums 3 1, 49, and 50 

Former, Myers does no, teach or suggest selecting , mamma, tha, is suffering fio m uvb. 

nmaauon. M fiCMycrs only makes -fa^^B^^by broadly bating .Mao 
compounds disclosed "possess therapeutic value as cellutar anuproEfcative agents for me 

mtabmon of ce!l sigoahng, ceU pronferatioa, M^ory response, the contto, 0 f 

^^svo^^teoo^ seep.17. Accotdingly. My*, does no. 
fcachor suggest seleotng a mammal tha, is suflering fem ^ mflammalion ^ 

°ymdependen,clai»47. As claim 48 is dependent on claim 47, it is also not taught or 
suggested by Myere. * 

disclosu^"' ^ *• " ^ **" ° f ^ *— ' «"-«- boeanse the 

!2T ; *" " ~* " ^ '° °» *— •«* * genus 
C IT ^guidelines form, examination of clatas 

taaed.ospectesof chemical compositions based upon, smg,.,™^^ 
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Under these guidelines, the Examiner must consider the size of the prior ait genus. See 
MPEP 2144.08(a). The reference generically discloses tens of thousands of compounds (see 
Formula 0) page 4). Thus, the number of compounds disclosed by the reference is very large. 

The Examiner must also consider the express teaching of the reference. See MPEP 
2144.08(b). The compound testing in the reference was only preformed with: EGF-R and CSF- 
1R inhibition assays, and Ick kinase and cAMP^Jependent protein kinase (PKA) assays (see 
pages 17-23). There was absolutely no teachmg regardmg mc mhibiuon of JAK-3. Thus, the 
express teaching of the reference does not provide any motivation to modify the reference' to 
obtain the claimed invention. 

The Examiner must also consider the properties of the prior art compounds. See MPEP 
2144.08(d). It is the properties that provide real world motivation for a person of ordinary skill 
to make species structural similar to thosein the priorart. See In re Dillion, 919F2dat697. 
Large portions of the compounds generically disclosed in the reference are not structurally 
similar to the claimed compound. Further, in view of the disclosure regarding the structure 
required for JAK-3 inhibition, most of the compounds of Myers are highly unlikely to function 
as JAK-3 inhibitors. 

The steps taken by the Applicants, as disclosed in the specification, reveal the structural 
specificity of a JAK-3 inhibitor. First, a homology model of the JAK-3 kinase domain was 
created. See Figs. IB, 2A and pages 25-27, 32-34. The catalytic site was found to be a pocket 
located in the central region of the kinase domain, which is defined by two jS-sheets at the 
interface between the N and C lobes. Seep.32. The opening ofthe catalytic site (a 
quadrilateral-shaped pocket) was found to be defined by residues Pro906, Ser907. Gly908, 
Asp9l2, Arg953, Gly829, Leu828, and Tyr904. The far wall deep inside the pocket was found 
to be lined with Leu905, Glu903, Met902, Lys905, and Asp967, and the floor ofthe pocket lined 
by Leu905, Val884, Leu956, and Ala966. The available volume in the pocket for binding was 
found to be approximately 530 cubic angstroms. 

Using this detailed model, specific quinazoline compounds were made that were 
predicted to fit in the JAK-3 kinase active site. Such compounds were relatively planar, with 
dihedral angles of approximately 4-18 degrees between the phenyl ring and the quinazoline ring 
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system to allow the molecule to fit more easily into the catalytic site of JAK-3. See page 27, 34- 



36. 



Next, these constructed compounds were used in JAK-3 kinase inhibition assays. The 
measured IC 50 values were 9.1 (M for 4^hydroxyl-phenyl^^ 
1 1.0 ,iM for 4-(3^bromc-4'-hy^^ ^ 2? 9 

fM for ^'-bromc-^-hyd^yl-phenyl^aimno-e ,7-dimemoxyquinazoIihe. See p. 36. 

In sum, because of the precise structural characteristics required for a functional JAK-3 
inhibitor, it is clear that the compounds broadly disclosed by Myers are unlikely to function as 
JAK-3 inhibitors. Therefore, the broad disclosure of thousands of compounds by Myers does not 
teach or suggest the claims of the present invention. 

For at least these reasons the present claims are not disclosed or suggested by Myers. 
Withdrawal of this rejection is respectfully requested. 



SUMMARY 

Applicants submit the claims are in condition for allowance and notification to that effect 
is earnestly solicited. The Examiner is invited to contact Applicants' representative to clarify 
any of the above remarks or to otherwise speed prosecution of this application. 

Respectfully submitted, 

MERCHANT & GOULD P.C. 
P.O. Box 2903 

Minneapolis, Minnesota 55402-0903 
(612) 332-5300 



Date: 




Anna M. Nelson , * 



Anna M. Nelson 
Reg. No. 48,935 
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MARKED-TJP VERSION Tn strnw changes mam 

Claims 30, 32-33, and 35 were canceled 
Claims 31 and 34 were amended as follows: 

31. (Amended) The method of claim 46, [according to claim 30] wherein the compound is 
selected from the group consisting of: 
4^4'-hydroxyI-phenyl)-anun^ 

4<3 , -hydroxyl-phenyl)^aimno-6,7-<hmemoxyqumazoline, 
4-(3^5'-dibiqino-4'-hyd^ 

4-(3'-bromo-4^hydroxyl-phenyl)-ainmo-6j.dimethoxyqiW 
and phannaceutically acceptable salts thereof. 

34. (Amended) A method of inhibiting th- ml— » «f r^hndh. p. . „ } 

comprising inhibiti ng JAK-3 by administering to a mammal an rifted , , ^ 

[The method according to claim 33 wherein the compound is] selected from the group consisting 
of: 

4<4^hydroxyl-phenyl)-armno-6,7-dim 
^3'-hyuimyl-phenyi)-ain^ 

4<3'-5'-mbmmo-4'-hy<iroxyl-phenyl)- a mmo-6J-dimemoxyquir^ 

4<3'-bromo^'-hydroxyl-phenyl)-aimno-6j-<hmemoxyq 

and phannaceutically acceptable salts thereof. 

Claims 46-50 are new. 
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